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Aminopeptidase N inhibitors and SARS
Sir-Since initiation of active epidemiological surveillance, the toll of severe acute respiratory syndrome (SARS) has continued to mount. As of April 14, 2003, the cumulative number of cases of SARS was 3169, and 144 deaths have been reported. This epidemic shows no signs of abatement, in part because the mechanism of transmission remains unclear and the agent(s) that causes disease elusive. However, a previously unknown coronavirus, with or without another viral copathogen, has been implicated in the pathogenesis of SARS.
1 The involvement of a member of the coronavirus family, a large group of sizeable single-stranded RNA viruses with multiple serotypes, natural hosts, and tissue specificities, is intriguing; these viruses have had a good host adaptation and are frequent causes of the common cold. There are gaps in our understanding of the immunopathogenesis of the respiratory injury caused by these viruses, although it could depend on release of inflammatory mediators. 2 No studies have been done on the mechanism of lung injury in coronaviridiae-induced pneumonia, but one would expect similar pathogenic events. Moreover, the antigenic diversity of coronaviridiae capable of causing respiratory infection remains uncertain.
2 There are several strains with a tropism to the human respiratory tract.
2 Although most of the known strains are related antigenically to the two principal and antigenically-distinct human coronavirus strains, 229E and OC43, 2 the SARS-causing coronavirus is a novel strain.
1
The lack of known antiviral treatment against coronaviridiae in the face of an epidemic creates a sense of urgency. The availability of agents that could modulate key events of the coronavirus replicative cycle, such as viral attachment to target cells, could have important therapeutic implications. Some insights with respect to host receptors of human coronaviridiae could help us to find ways of halting viral spread. Specifically, the human cell membrane-
